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(54) Bfiw©*^] vyv-mm- 



(57) [S»] («KE*) 
[BUI] I 7W^-ft, j^fiE 

TE-tt* (i) f*$^f7/-/ui 



X:-NR L CO-, -CO-NR L , -NR 
02-XIS-SO 2-NR 1 - 

Y -CO-, -{£«T/u^U>-, Xtt-ffiiR 

A :-OH N -O-fijRT^^Rlf-F^&lRJJi 
5E«S*r / >*<fctio*i-5 7*^^ XttB&£ 
^r^f LTV^Tt) Jzv MUSS L < 2 75S 3 



(i) 



(2) 



#B3 2 0 0 0-2 5 6 3 5 8 



(5£*Oie^teWT^S*£^ 0 

^nT/U^r/K UV-O-iSj&T/l^/K 
->^7/^;K -O-iSi&TVl^/W -COOH, 

^ bittR £ *V5 1 - 3 ffi<D&&m*% LX V*T h £ V * fcT 

X:-NR L CO-, -CO-NR L x -NR !-S 
02-3U2-SO 2-NR 1 - 

R 1 :-H, -OH, -(ftftT/U*7K -O-fijRT/U 

y : -co-, -sar/^uy-; xrtHS« 

A : -OH, -0-&&T/l'*/l'RXf-Ffrbm9l£tl 

nry-/K flu Y3jsje*©i#tt, Att, fijRr^ 
s*vy/K ^r^/y/K **f-yy/K fr^r/y 

IB** 3 ] 38*« l SB*© fc°7 ✓-^«W#Xtt* 
[000 1] 

10 0 0 2 J 

ftfcmmftt lx*w>j*>(*> (Ca2 + ) <7>ag^ 

«6*C a 2+ *£ft#l£ LTfc&;h/C^3nifedipine«0>K 



5) a*SEttiftffi»JISfittft^S#LT»lHffffl«:*S 

■r^r ^gg ^$nxv^ 0 Hothf)i«a^y 

££^^ttftj»IS»^i«>C a 2+ ^A«J?-f 
tf/U' *^lti^#tt^/ty * * (C2 + rel 

ease\ divaJ ^a C*? + channel ; &.TC R A C C 1 8&!£ 

tore-dependent C*? + channel) £ £>P£i£;ft, 5) ti^lEt 

«®ttttt#aStt-C4>5*fc«*Lrv>5 (Pflugers 
Arch., 430, p315-22 (1995)) 0 CRACCfSM&ffl 

A* T^hPf^h (J. Biol. Chem., 270, 

P29-32 (1995)) ^ S&ifi-^TOSftffittlBBI&ICflFfi-r 

(J. Immunol., 155, p285-96 (1995) Br. J. P 
harmacol., 144,p598-601 (1995)) c 
[0 0 0 3] fi^ldfcoT, «ttBB«l»y *^f-*&«*J 
XhZ>y~~?y-f (tenidap) «MO-oCCR 

a c c sasjstt* *> s e> jw:: * ttt r t *> h (c e 

11 Calcium 14, pl-16 (1993)) , CRACCfifSli 

&&gim $^^<om&&mmB{z*tLx&&itt%m 

(Am. J. Physiol., 269, C733-8 (1995)) &tf±£i&B 
B (X Biol. Chem., 270, pl69-75 (1995)) 

5 R RHWfcft* A^S/ * -MftAff BB 4- L T V > 5 
^tlTiS 1 ? (Am. J. Physiol., 261, C889-896 (199 

1) ) % CRACCH»3g^rtft*te(^B8*r5iBilW* 

[0004] hi-, *^>!>AaEAiaiF3»5iMaitji^>#ii 

Mi¥m^ir^ztRW^^-a>f^y2 (IL- 

2) <Oj£±4:«l«!|-r5rifc«*$JX'C*3 0 (Br. J. P 
harramacoL , 133, p861-8 (1994)) , CRACCPl^H 

j§«ftKJt©»*yat Lxh&ftxhZo 

M^SMB^ftX S ix5 KSttMBrt v occ 
ft*;i'i"?J»mtib&Trt>iis CRACCJ4B8*U4v^r. 
ttfjaifeixTV^So Sot, VOCCCSUCRAC 

^So 5S¥CRACCia#f^fflS:*1-5{k^*d5lN<o 
^ffi^$nT*5«9, ftliff, hV!V^BB44 04 24 9 

fttiK WO94/0 04 3 5^8Kl42- (3,4-^tK 

n-i-^ydry y/u) r-fe^ ^ mmm^m^^tix^ 



(3) 
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•5. tft. X$k (J. Pharm. Exp. Ther. . 257 ( p967-971 
(1991)) idli, 5-7 5;-l-[[3,5-^ii'DB-4-(4^B 
D ^yy'^^)73.-/l']^^/W]-lH-l ( 2, 3-hUT/n- 
4-*^*>-^ 5 K# C R A C C PlSflM8&*rf 5 £ t » 

[0 0 0 5] 

*tTV*5 C R A C CBEStfMBSrW-f 5<t£-&©3i# 

ttKBBuri4fir**a*ii-c:j3e>r» voccirst-fs 

C R A C C ®RtttfSJfct8 $ tlT ^ 5 (fc^fe tt , * 

fc. samro@n5CRACCH.SSiK voccic 

JtLTCRACC ii^ttro^ V *£#J«>*JS!ltf WS SHT 
[0 0 0 6] 

A'CCB#fl»JBtr#^*fls<Mfc©Wlltrtfv\ 

(dc r ac c ms-m t ts:± < mmzm^-r 5 v-^ 

ISSttiSttKfcCRACCISSftsffl&WU SfcVOC 
ClCftf* CRAC Cilfttt "CfeS r t z&m L 
fflJiSrfi'ofc (PCTWRS-f- JP98/0458 

3) o Ktcroe'^-A'llttWcft 

(TOB-tt3£«K -Y-AT-^$tv5£) «:« 
At. t©CRACCB*f^ffl©*WSrfTofcii6, 

Te-»a: ( 1 ) t^^iisft^, ioihfccR 

ACCP&*flUflSr*i-$ri:*J!,ttiU *3§?H£3SJ&b 
[0 0 0 7] BPfc#3SWtt. TIE-®^; (I) 

/^^A^aa^tt^/Pv-^A^-tv^/w (crac 

-i/^DTM/K -0-<&$TA-*/K -CO OH, 
-CO OHE»T A^/Uftlf-^ n WW*fr 6*5* 

X:-NR L CO- x -CO-NR L , -NR *-S 
02-Xte-SO 2-NR x - 

R^-H, -OH, -fijftT/Udf/K -O-fiftT/l' 



Y : -CO-, -{gjf&r^^U^-, Xtt-fl 

A: -OH, -0-fij&T/U^/USl^-F^b31^$iX 

4:#tTV^TfeJ:«f^*«*L<B:27J£3Raa« 

s*vy/K f-TVyfrs ^Ti>ryy 

[0 0 0 8] 

4*5, ^KWffls* fcjsi^T, mmr^**} % r- 

A 1 k J , re^T/^^rUyj £ r-A 1 k-J , TyN 
r^o^yJS^j Jrtm I, Br, F WC 1 tfe 

[00 0 9] r^-w^j t fas, #*L<tti, 
Sj ^tth. n, s&rfois^^feasistts^o 

2, s-*M/mhz 9 r*a»L<tt2 75S3«a« 

^A.fP7!l-^j i LTfi, ^folf i Lto, S 
XttN 1 7!;M 5 ffiS^-f 5 5 75^1 7 AWJR£ L < 

s 2 Tii 3fi«t#a^D 7 y &%l< 

f±, ^^/K 7!J;K tfoy/K ^^Vy^K 

/y/K f7/y/K ^yf-7/y/w a-^-u-s/y/K 
^y^rf-yy/w, ^hv^y/K hyr^y^^r^ 
t°y^/K t°7^/K fcfy^^/K t°y 



(4) 
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2-a]t e yy/K 1*9 $V [2, 3-d] 

t-y^v^/K 4H^>^[4, 5-d] ^r:/y 

/K [2, 3-b] t°yv?/urfc5 0 Ztlb<Dm 

y^/K 7h7t Kn^r/ y^K i/fc Knapy a^y - 
/K 2, 3, 4, 5-f h7 fc Kn-l H-l, 
^y^Tif^-zK 1, 4-^tKn-2H-3, 1- 
■^✓^■J-S^/U, 4, 5, 6, 7-rh7t Kp^< 

[ooio] ztihco, ^fary-;wt 

Its #*L<tt, -A I k, -(£R7Vl"ir-A\ HSft 
T/U^^/K -Hal, -NR-A1 k-NR' R" 

(rrr-R, R' , R" Itttl^tl-HJLit-A 1 k£ 
St*-*-*. KTHft K-NR- (-A1 k-CBjft* 
ftT^Tfc±^$S«fifi)8t) x -NR-A1 k- (- 

a l k-cjBift*ii-cv^TfcJ:v^Bj|Hajfc|R) N -NR 
- (-nr* r w xm^tix^xhX^y^ur/^ 

fr) % -NR' R" , -NO 2, -CN, -OH, -O 
-A 1 k x -O-CO-A I k s -SH X -S-A I 
k % =0, -COOH, -COO-A 1 k, -CO-A 
1 k, -CHO, -CO-NR' R" , -SO-A 1 
k, -SO 2-A 1 k, -SO 2-NR' R" , - (-A 

i kT*B*$H-cv^tJ:v^2SHaftai) , -b&s 

rnry-zK - (-NR* R" "CBIftSix-CV^TfcJ: 

yffi&r/i^/K -o-^py/isar^^ -a 1 

k-NR' R\ -A 1 k- (-A 1 kT-B&£*VCV> 

■ctiv^^jiMssia) , -ai k-oH*e>ftsw» 

e>S«Six5B»S-C*>5o 

[ooii] ::t, r$£$fi?pgj fc i/Ctt, ati5 

LTNIB?-«:l7S£2fla'£U M^O^L<^S 

s^- Sr i a-s^-e^r h^^sibms ^mmm^r- 
t 9 ny^/K 4 tr^/y^-^ tr 

s<sist Ka-1, 4-f7^;K 7F7t Kb 
fcTyvvK 1, 2, 3, 4-x Yy t Kn^y*/ y/u 

tL<tt2M3aaswnry-^j 



T^^ry-^j , rBlftSSrWLTv^xtiv^ma 

^rn/y^j (C^JtSBJftSt -Alk, 
-Hal.-NR' R\ -^oyyftjRryu^/K - 
N02, -CN, -OH, -O-A 1 k, — S H N -S 
-A 1 k, -COOH, -COO-A 1 k, -CO-A 

i k&&m\f kHz* r-oH, -o-fi»r^*/i-x 
t^Fa>5>Sft£ft5B&££'>fc< tt> lott$7 
tt % rJib©E*S«:^ft<itio^ru IE 
ic, flffE rB&S£^LTi^Tt>J;vvry-/i/j 
<£§&g£l-4^LT^Tt>J:^ 0 Sfc, Y#£^ 
coif, XtAf4S«e^t5 a (I) 
<&#*UMfr&tti LTI*, DOt°7/y^S^ x ih 

L<tt, 1 -2{@4> h y 7^n^f^Stl^$^ 
fc^/U^K »l:3, (Fy7;vtp^f;u) 
- 1 H- 1 9 7 1 1 7 

xnz<o$im¥(&iz.wrm£ti2>m.xhz> 0 ±tz, BtL 

X\Z1, 4-7x^U^\ XHTIi-NHCO- 

(R) ft, (S) *0*^JM4#ds#eEL5 5o 
[0012] *%mt£® ( I ) te, SMtJDJfiXttBft 

$L y ^b t 0 ^y®, 

^-^K, *^B>^, p7^^ /U g6 > 

tt. y>^&, ^^v^ N y^>*/^ 

y^r^>, ai^/ur^^, m^y-yuT- 
%® ( i ) xvt©itta)#a©*ft*J5«ja^*&ifie 

[0013] (jSfJgfe) **Mft^*ftW*©KI!l*«i 
*T»<ii:*s«Jfta*±jBijMeiftti*3flsji)5, L^S 
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y (Wu ts) i, rp : 

ynthesisj % ffi2j£K:£i 




[0014] WT^*«W<k^^f^^^j5fe^o^ ✓ 




Y-A 



N 




B" 



COOH + R 1 NH-Y-A 
(IV) (V) 



(1-1) o 
0 




Ft 1 



(1-2) 



[0 0 15] -©fiftfci4, flMERj£3CK:jWJ:3lc % - 
tt£ (I 2) Xtt (V) *«*:fc6T 5 

(i-i) xtt (i-2) Z'&zxmrhZo znmi 

Il)Xli(IV) tt, aiSt^/u^vKXtt-t^SJCtt 
^i*:t?fe«9, ©6tt»aW*fc LTl±, 0»Jx.tf* 

l -fc Kb V D 7 ^-/K 

1ifVifs-y>{ % K (DCC) x 1- (3-i/>fvUT $ / 
yntT/i/) frUiVifs*/ 4 5K (WSCD) , 




(iW, Raat^RbliHXIiAl k £r*1\ ) 

Hft* (vi) ^^5ft:^^hyi: 

(I -3) fc#S;frSrcfc5 0 £ix&tf)hy 
^^toTtfMktt, "fhy h**>K, ^hy 

3-^f/K;//!i^y-2-ty (DM I) , T 



(HBTU) ^©IS£ai<D#£TfcfiE$*5;: t 
tf#$Li\ ©-&JCJ:o"CI4, N-t Ko*vo^» 

^;k(honsu), l-t Ko^y/HJ7V 
-/^ (hob t) ^<omaMt:ixa7ixh^\ ziibo 

[0016] SJfctt-i&a; (n)Xtt (v) -c^sn 
5T$>«»*i:-lW; (iii)xn(iv) 

hyt Ko77^ (THF) % >\ tvK 

^<>i£>\ h/Ua^ ^dd>^ v i, 2-v^n 
(DCE) , ^na*/U, N, N-v/>^/> 
*/W*TS K (DM F) , fflpg^^vK Tirh-hy/U 

<%<D®&wzx?rt>tiz> 0 &usttt\*Bumm*<omm 

h ya^/vrs >\ t°yw, t"=y>% n, n- 
v^^r-yv, Mfc&y*.*, h y 

JMtffcS. try £t>-C£a 0 

[00 17] ^2^& M 



Y-Aii)RbNHNH 




HF. DMF^», -7 8^fcjto&386TT?R 

mast* ttflmott, 3Lwt^*-tJ* civ) ^y/n 

#->*K, (iv) ^ d y k, ^nyM)7 

(00 18) X^-S02-NR L ^Kli-NR ! - 



(6) 
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&m<Dft&T, Xtt#fttETX\ DMF S Tirh^ 2 

[ooi9] Qj^b£fe<z>S!&) ±eH&feoft«Ht: 

ft**©-«ttPCTH« (J P 9 8/04 5 8 3) [C 
[0 0 2 0] ±E#»ffiKiJ:9»e>hfcK«;^*tt t 

tKio«»-c#s Q **, «ai» 9 ttw, ate, a 

[002 1] 

LT*Tffl-Cfc5o 4#tJlCRACC|aSf^fflXVl L-2 
^«JSJf^ffl«T^LT*5 9, CRACC|I&a»JXIiI L 
-2Kftiaa*li LT#ffl-C*>5o CRACC^ 

I L-2j££©H^STWi^H4. *tftt«KH: 

m*. na*. ussy*^ mr*mm 
&±#H4?s*aaa**&4£*tft. 

[00 2 21 CRACCfiaJWtt*BISi|«KSsrt" 
5»»JffffiS:ff-r5rt^5>, Steffi^, ftKSHb, £ 

cRAcciaaafMEMswia, am 



[0 0 2 3] SAT, *«H{fc^<&agflyB*EW+5 
(DCRACCBSfffl 

*/^>^i*JB*S3tfe* f u r a-2 (l/*M)£o — 
KLfcJurkat« (6X1 &/xn 1 ) ^ffiffi 10 0 M 

^/MdSsinf 5 r £ T-«fi L, ^t/D 3 o^aiaaSft 
l3 4 0nm/5 0 0 n mjS «fc tfBfittfi 3 8 0 n m/ 
5 0 0 nmlCj:-DT#bixfc2o<Z>S3taftJ:9»)ta 

(r) tsiBLt. woa*aatfcfl[ffli*ictt, m 

U S«a*^i5 f u r a-2SJt 

[0 0 2 4] ttJSft#^i/*Aaati:2 

^5/^*»fcJ:oT#biXfcft*Krt;*3lfiai«lt (Rm 
ax) % S/zM^t/^^+lmM EGTA» 

«-±o-c»bixfcft/hs^a*aajt (Rm in) ,i 

g»S3 8 0 n mi^^^^i/[) A^fei^M 
* (Sb2) 4btfafi«e*3 8 0nmiafi«F©*7^> 

*-MWife**>a*aMi (Sf2) ld<£9ftl?:£J;9# 

tma: : iwiart*/i^>^Aaa tnM) =2 2 4 x[(r 

-Rm i n)/(Rm a x-R)] X [S f 2/S b2] 

*A»AfiS(CRACCPl*)*£:#«>5 0%C0CRA 
ccaa*^*-** (I C50fi) firjHBLfco **9ifc 
**»4A#«CRACC|ft»flHtt:irL-Ci3 5, #4 t 

[0 0 2 5] (2)VOCCiaaflF«lcSti-5«Rtt 
*/^*A*«*Jftfe*f u r a-2 (UM) 
KtfcPCl 2-h 577 (2X 1 0 6 / 

m 1 ) jga^l 0 0 m 1 ^^^1:^1^9 6 «? 

ao*ttMB46tf^i 0 omM kc i (a»»a f 5 0 

mM)^ti^>^^¥^^?g 100/i 1 

Kiaap+ari-e^fiu eAD2 0j>aicBjeaft3 4 

Onm/5 0 0 n mj3 it/HlfiiKfi 3 8 0 nm/5 0 0 

n mtc j: oT#^ti^> 2 ooajtsfia j: 9 axaiait 
(r) *n&^%o ^ikitmautnmm^x 



(7) 
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U i«S*tJ:5lur8-2S*iat 
i-5^SSrffiiE-r5 0 *rtBCRACCH*^fclBI#fc 
L"C, vocciSMo i csoiB&SttJU CRAC 

CflMWWli: HAM'S. 
(3) I L-2a£HMSfWH 

Jurkat&BjSS£ffi^T, S. Clare Chung^, Br. J. Phar 
macol. , 113:861-868(1994)S«<7)^riEfe{CS6o-C, IL-2 
M£IB3fiH*S:fa*U I C50fE^*ftfc o «£0J! 
©#*Uvffc^*© I C50ffifi, 0. UMaTffco 

fee 

[0026] immit&m d) xttrftbosas^tt 
xi»wix5>oiai*«j»cfF«!Sii54s© i mx\*2mv, 

TUSH'S r 4: 5. »4«J0W, AJW, ^irA- 
*J. IRtUPI. ttffl, **k »A«l*fcJ:5aoa*. X 

IMWHHc i a p S4-<ov x-f ftro^flgrfc o x <b * 

[o o 2 7 J 4^S^(^afiat9;#-<o^te>09B4:fiA«b 
tutu, ££#J, fl»pj, HSJW«fcWH^e>ix5. r©<t 

^^S^^y a -/US* /us/? -A© J: 5 feftUSffi, 7 * 
ft JfjfcfldM, ^#5y»xii7^^5* 

tVHr/L-n — t Ko =if->7°a tf/W^^^fe/Un— 

[0028] mn& j 3-<z>tc#><Dm#&j$.m% mmm^ 
ffr^sHSfLawpj, mmm, mmm, ^n.^, m 

*3J, S^J, KF*JN&£*LTV*Tt>J:v\ 
#Sna*<ofc*<&ffltf»i:LTtt, «®OTK14Xli* 
*tto«WJW, fBSffJ, ftWW Tkteco&a?: 
S3, SSSSJi: LT.'t, £3 ft \2^%B%±£. T **m** 

jtif7"Dei/y^!)3-*, ^yai^uv^y =-/k 



~/Hi, #!Jy/l"<-h8 0 (iSq 0 o£) ^feSo £<Z> 

A/T t> «t v \ r ft h \*m -k. «v< ? 'y- y r <£® 7 -c /v 

&t>T*5. «»SJ«©fi*USMi:LT»4afc, 
tt^iBJBSiJ^aSSiO^n, lift:, ffi#;gL<»4¥@ 

0. 00 l^?3 5 0nig/kg, »*U<I40. 01~ 
2 Omg/k g^jga-Cfc«9, r4x4rlia-Cfc5V^4 2 

H ©S-S-ffili, ftma/S:?)»0. OOlHlOmg/ 
k g#ig3T\ 1 0 1 S75S**K»»7-C»4-t-*. S 

#»4©«*i4i e ftiafc^o. oo 
(tra-^-rs. a#fi(4jE«, tt»i#*r#*u-c 

[0 0 2 9] 

4- [3, 5-t*^ ( h y 7/^o^=f-/U) -lH-tf 

7 -/-fr- 1-4 As] T- y V ( 1 5 m g ) i'^oa 

(0. 5ml) <Dfc&®\£. 2, 1, 3-^<V/. 
t*tS?7'/- yW-5-*/W3}?=/W^n y K (1 lm 
g) thy^^TS:^ (8mg) ^WSJfcbDx., gffiT- 

8 B#Pb1 3 0^}S# Lfc. KfSjKt-^^ o a ^ 9 I'Ztoz. 

tzm. i as*s6fk+ h y im^k. fia 

A-eft»Lfc«, iiaETfffi^LT, 4' - [3, 5- 
t*^ ( h y pi fvl^) - 1 H- f 5 1 - 

-Y/v] -2, i, 3-'<yy^-^-y-v?Ty'->'u-5-y7 

4- [3, 5-f^ (h y TVl^n^fvU) -lH-f 

7/-^i--(;v] r-y> (7mg) irt-y-^v 

(lml) WiB-g-feC f-^- 7 3i >- 2 /I'^^/l' ^ 
BjKlllmg) SrJP*., ^?at?iS*^jg^Lfco 
«St.-?/^ n o * V*-llD*.fc^. 1 *&£7k®Hfc7- h y 7 
^*8fBjT?ft^Ufc. Wha tman|iS!PTFE7^ 

ffiTT^Ur, 4' - [3, 5-t*^ (h!)7/WtD 



(8) 
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2-#/u#*-y--y K«r»fco 
[003 0] HiS#J 3 

3, /W y W/-/v-4^/^yi 

(1- 35g) iv^^DD^y (15ml) 0>g£* 
t» **f J^o!)K(0. 9 2ml) WDMF 
(0. 00 1ml) SrWfclDi, 4 3 0 5NR 

^> (5ml) SrJ»xfc«, «£ET-C»«Lfco 
fcSSSr. 4- [3, 5-fcT* (Fy7;^c>^) 
-lH-e7/-/Wl^/P] T^y> (2. 02 
g) % hy^^TSV (1. 5ml) , Xtf^nn 
(2 0ml) <DlB&m\^ *»T"CiDi, StRT 
2«rW«#Ufc 0 E«*Klhy3t^r5> (0. 9 5 
ml) M-CfWaWLfc. EJSffi£*ft 

— yU-4-*/U#^K (3 8 6mg) , ;<r*ify/l^P 
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DMF (0. 00 1ml) jD*fctt, SiftT- 

4efBj)g^Ufc 0 BE«klh9x^75y (0. 95 

mi) &m*_tc'&, se>jcs«a-c**ftffLfc. sara 
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fc. #&ftfcH**^#/-^fc*«)adMlt^blM6 
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y 7/i^-ny^vu) -iH-fc7/-;v-i-^;>] r 
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CHOBt (0. 2 8g) SriPx, 4 0tt'5^13 0 

»ffl*Lfc*, >fy (i. 6 7 g ) ^wsc 
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/90 <0min> -100/0 <7. 5min: S^<^ga> -100/0 <8. Omin 
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